(u) ft ittB * Sk «a i c £ -3 i > r m ts ti tz a f© u m 



(i9)##ftiflti^<i«iii 

(43) SRSttMB 
2004 ^2 ^ 12 H (12.02.2004) 




PCT 



(10) SBg^BBS^ 
WO 2004/012751 Al 



(51) @fg*#i*#S 7 : A61K 35/74, 

39/39, 39/04, 39/02, 9/107, 9/19, 47/06, 47/10, 47/32, 
35/00, C12Q 1/04, A61P 37/04 



(21) m&mmm^-. 

(22) HftttlHB: 

(25) HB8ttIHCDWi§: 

(26) aie&mcome: 

(30) ffijfettT-^: 

4#Bl2002-226181 
*$g|2002-226196 



PCT/JP2O03/009801 
2003 *8 1 B (01.08.2003) 
B*ffi 



2002 *P8 E 2 B (02.08.2002) JP 
2002 ^8 ft 2 B (02.08.2002) JP 



(71) tBMAf*Bieift<&-c0ft£air=-3itTj: 

fi^t*iC#tt (SUMITOMO PHARMACEUTICALS 
COMPANY, LIMITED) [JP/JP]; T 541 -85 10 ABElff * 
HSifi +AEi!teBr2Tg2S8# Osaka (JP). 

(72) «W#;fc.fet; 

(75) S&W#/fcb!iIA(ifcaiCOl\T<B#-): »tt«jg(NO- 
MURA,Takehlko) [JP/JP]; t56 1-0802 ABEJfF S+Hl £ 
0-3-3 4 5 Osaka (JP). #JI| jt] (SUNA- 
GAWAJMakoto) [JP/JP]; T 664-0875 Sit !R f?»fl-rfi if 
iffldb 5-2-4-3 O 3 Hyogo (JP). ffiffi ft^f- (UEN- 
ISHI,Yuko) [JP/JP]; f 561-0803 ABRJft *«f rfl «EUUBr 
1-1-7-8 0 5 Osaka (JP). 



(74) ftSA: & . n(KAWAMIYA,Osamu et al.); T 

540-0001 *EJ&*IEm**E*Sji.iTB3#7#iMP 
t' * WUl**l*¥f3lRlf Osaka (JP). 

(81) Ort): AB, AG, AL, AM, AT, AU, AZ, BA, BB, 

BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NI, NO, 
NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, 
SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, 
VN, YU, ZA, ZM, ZW. 

(84) (&&): ARffO ¥f$f (GH, GM, KE, LS, MW, MZ 

SD, SL, SZ, TZ, UG, ZM, ZW), =L— 3 ~>7ft¥f (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — □ y /VftVf 
(AT, BE, BG, CH, CY, CZ DE DK, EE, ES, FI, FR, GB, 
GR, HU, ffi, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR), 
OAPI *#f* (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, 
ML, MR, NE, SN, TD, TG). 

— m&mmmmm 



= (54) Title: BACTERIAL CELL WALL SKELETON COMPONENT PREPARAION 
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(57) Abstract: It is intended to provide a novel bacterial cell wall skeleton component preparation and a method of analyzing a 
cell wall skeleton component of a bacterium. It becomes possible to provide a bacterial cell wall skeleton component (bacterial 
CWS)-containing paste which is a paste comprising a bacterial CWS and having a viscosity of 0.2 to 0.7 poise (25°C), an emulsion 
containing the paste, and a freeze-dried product thereof. By analyzing a higher fatty acid or its derivative contained in a bacterial 
cell wall skeleton component, it also becomes possible to evaluate the qualities of a medicinal composition containing the bacterial 
cell wall skeleton component as the active ingredient and an intermediate in the production thereof, calibrate the titer and identify 
the active ingredient. 
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$J5rc£5fcft, ^r(D|^-14^*SrW«-e#?.o 
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<t x*m <om.&'p & v m&mm \z.mm - cws & m * «fc $ ^ s 
* h tmbtiz - i: &K>fr^tz 0 Mrfcma-zi&mm o . 7 PO iseOT^^- 

i^^li^7K^PiTS«Lfci^, #Mft^#*l<P^/l^3 >-tfS#£t, 
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z*m**atbtix^z>-t>K &m?mffim,)mm*nz>fribKfos ^9oomM~ 

1200mM ($)6.9%~9.2%) (D^V bi>mm£*lX^Z> 0 L 

«»U ^ !> V^om-a-300mM (2.3%) oT^K*£-0*>Sfc«>, r. 

^M^^vt-^ a ^JJi33V>Ts 1 — 10 °/<k 0* L < W: 1 ~ 5 %(D~^^=- V— 

«fiESr«*-t-5^5fe^^ MIBH^II^^Vy hWO00/3724K:13iK£*VW 

So 

assent ±m<D%amzm-3% . swsKiofctc^s, 

[i] ?«-cws*3«tt>^^b^saa®-cws^-w^—^ hT*fe9, 0. 7 

poise (2 5°C> OT^S^-TS^-* K 

[2] 0. 2~0. 7poise (2 5*0 O^S^-TS Cl] IESO$B®-CWS 
^f<— * K 

[3] 0. 2 8~0. 5 5 poise (2 5°C) ©^S&^-TS [1] 15^0^1®- 
[4] mW-CWS<Dm*&1)K 0.15/im~6/imT-feS^<i:Sr#^[i!-rS N 
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[i] ~ [3] ov^^fam^m-cws^^-^ 

[5] jRB®-CWS<P8tf^fe:*5V^s D10% : 0.38A*m£Lhs D90% : 0.7 0 
f im£FFX*hZ>z.b*WmkirZ> [4] ffi*<D*B«-CWS"&^-;* K 
[6] SBtf-CWS#BCG43WS"T**>3* [1] ~ [5] OV>i*^lB«tOiBB0 

[7] 7^177^ ^^!7Vy N ^^7^4, 3£7&£.ifcs y**tbs K 

k 

^bititis 2^©i©^tfc5, [7] m&vmw- 

k 

[10] ?fi^ N ^-W^^^i:^^!77^^<Dl : 
[9] IB^O^-CWS^-<-^ K 

[1 1] m\ xfVv^X-ifoZ. [7] ffitt©im-CWS'£W-<— * K 
[12] ^®-CWS^BCG-CWST*feoT. BCG-CWS^JO. 6 7gl^Lt, 
*^!7^6. 6g~3 5. 2 gSr-&^rr«r.i:«r«K»i:-f-5x [l] ~ [5] 

[13] £TFO (1) *3<fct* (2) oxm&^trr ^5 > *N^- 

(2) (i) o^ra88asESr«?*i-sxs, 

[i 4] mmm&^-Tsi'mmretoz, n 3] iai^f»#?£s 

[15] mmm*m<kfc*x®&&* ^tz.\^u^it^it^m^mxi>^, 

[13] ia«©iH»frfe. 
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[i 6] mmmm^^y^itm^m^mmx^^x, &™ 
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[17] #»?®K*s^**^*jK-eft>oT, ^^gSMta** +<?*^ 

^tcn^y-^x-hz^ [i 5] iB*©iffli^ 

[18] 5-20% (VAT) ©7/^ ^frTmm&tt* r i: Sr«p 

fct-t-s. [i 5] ~ [i 7] M^tifrfamvm&m* 
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ffim^XTJl'&^'tZ [2 2] ~ [2 4] <D\,^M*ffl&(DjktpmW^'*?A'*S 

[2 6] y$}) ^Ul/^i/ysu}?? ^mffi&^xTs^&y^ 8 OX$>Z> 
[2 5] IB^TK^M^^^a^ 

[2 7] ^TO®~(D^>#m^-1-S [2 2] ~ [2 6] ^V^^|B*fe07K4' 
(Dai-rA^ 3 J'llMWStfPtt*** o . 2 ~ 3 0 m m-C-fc So 
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&s [32] t&m(o^mm^^B ^<omW5fe, 

[3 4] gc^bW^^- [2 9] ~ [3 3] OV^^IEmOTK 
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[3 6] m&ftttfc&^X, m^&K 0.15-6 »m.X*tbZ>Z.k$:f$mk1rZ>, 

[3 7] ^^^*3V>T, ISL^mK 0.2-2 /imT*fe5^i^W> 
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-C&t), 2»o N ^— tr-^SrWi-S-^Sr-^&IW^-t-S [3 6] ~ [3 8] 
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h 9 > D90%^0.60±0.05-Cfc 9 , j^ol|i— fc°<-^ Sr^^N [42-3] 
<D^0-CWS-a-W-<— ^ K 
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[4 2-6] [4 2-5] |B^O^/^3 y^M^itt^rifcioTt 



[42-7] *igK<D^-^/k^ 3 ^ b & a m.m&f&y!>, izm-f-Zo 
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*W#6>tts ^7^ftU^m> BCGI©CWS (BCG-CWS) frC*3V^ 
T N CWSl^tW 5; n-;Vi©ih B C G - CWS <^4tlStt^ffii tX 

v^rt^aaiu ffiwzxffiwmjf&zife&^o Mr&ma*. bcg-cw 

mbfemv—D-ZlbZ TNF-a m^fN«gH4«5Hs^0B«SrSH-r. £ tf* fc^o fc 

<M8) 0 i-fr*^ ^rr/^^y Ai^i^v *;^7if cw 

of:. 

[43] mmomifom-Wfef&ft (Cell Wall Skeleton. SAT CWSt ffrf 
60 ) W««-0t*OPI3e^fe*e«)oT, OToxm (1) ~ (3) ^t?r. t 
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(2) (i) (ommmmmm^^n^mmmmm^tin't^mm^^ti^h 

[4 4] mm<DJM (2) *k mmmmmftfc&vznm%ffim*mwiik 
i^xmmimmmmmmm^mm-r^TM^^ t %wmt-r [4 3] 

[45] mm [43] lUotf-sxa (3) a*. mm<Dcws<Dmm&ttm. 

-T 5 n £ &-£ts\ [4 3] [4 4] IB^^, 

[46] mW<DMmiffef&fr (Cell Wall Skeleton, £(TCWS i: ffc-T 
5„ ) ©^t»fcoTs g^T^xm (1) , (4) x fcitf (5) Srg- 

(4) (l) ©MMI^tfcttSitiWMtfcii^©^©^!?:^ 

(5) (4) <D#*r*S*fc£-5#. He«oCWS©^fc8EI«iStSSrffHlfi*r*xm, 
[4 7] i«jRI©J!^*fcri*<oiS^^ft*^*ft-* (4) ©XS3* % A 

&W»^5I&«r&t?£fc&W»fc1-«N [4 6] |BJtt©^Sfe. 

[4 8] JNB^CWSO^^WSfgSrfMifli-rs (5) »CW 
S OfiS&SiS, £ Hstfc-r 5 w k [46] [47] WM<Djjfe, 

[4 9] ^MK^W^^i^MM^^^^T-fo^ i £ tefflkk-tZ* 
[4 3] ~ [4 8] OVN-fH^IB^O^x 

[so] mmmwmmmK &?ftM*zfrttwmft'v*>z ~ t ttwunk-t 

£ [4 9] IB^^s 

[5 1] W^a/^ry i>«fc l Jpi*fcf4y*^TJR<^»l« , X?*>*r.fcSr 
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wmt-tz, [4 3] ~ [5 o] (D^-rfit^mm^ms 

[5 2] ^^f!) AMO^dS BCG@-Cfc 5 ^ k&Qmk~tZ>, 
[51] IB^^^^s 

[53] mmawm&$a--'*jSBt'?*>z>z.k&ftmk'tZs [43] ~ [5 
2] <D^irM>\z%eM<Djjm, 

m 6 r±x B C G - c w s moKosip a ©tftjwsifc^i-Ei-e $> 5 „ 

HI 8 tt % ^lo^ 3-/^iMli!^«WSttoWBii8««r*i-H"Tf*>», 
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/^r!)!)Al<7)iI^U A#MtCtt ^0^®<^Mycobacterium 
tuberculosis s Mycobacterium bovis (^'Vi^E BCGHf^r^ 

tf) „ Mycobacterium africanum (T7 V %rW) s Mycobacterium microti 
X5t!l&Bnfi) # Ms -<£>ft!l> Mycobacterium leprae ^Jfegsttgi; 

IS l¥ <5 My cob acterium kansasn\ Mycobacterium avium N 
Mycobacterium phlei^tf^f / fj ^TJWlrtl tt^t!4> 7 

3 ^(i^-efc 5 (J. Nat. Cancer Inst., 52, 95-101 (1974)) 0 
ft*5* SWJ&^#&J&#tf>iftSte> ^-r/Vi? a^irbTO. 0 1~10mg/m 

1 H^5i5l^ffl^tl5 0 0£L<f3: s 0.1mg/ml~2mg/mU 

WtL<tt0.2mg/m 1 — 1 m g/m 1 Tfe5„ 
#3PJ3<Z> l"$3J £l/rte. Immunology ^2 §31 1~3 29^ (1 

9 7 4f) K^$ftTV^J:5fc»%MliU SMfifcfatfajStf&HSo iS^irb 

. /HBayolFX *^ s Hf^5 0 

UTIi, MxiJis *fiifi> istt^fAs ^W^^/K IPJE&itfu 
^JtfU AD-65 (tt^^77^i7;l-5 = !)i«*y^r7l^b©}|^ 
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oho w^-p i?#m&®ir.mwffim<DWimmfcmm (mr-3oo yy^^w- 

SHfcfflU Ii#i^T2 StTttS^i^tSit^Tt^o 1 poised 
0. lPa-s {s<X#;l"J&) &mir 0 

t^fflte^Tf/B V ^*§£\ t^Wi o ^m^Bmmiau 

^ h CWS ©tSMtt 2 t°-^ L (Hll) „ zfC^iftSU^ 

i/^o^^^^ $^ n'^lJ-:^ ^^i^^ s ^-^^^ 
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n/v-vK *it.tef#s*- AsmmmTbf^ wejwixh^* s—A>wmtf 

^v^^/Nny^b^kTk^ ^f-^s ^zf*:/* Jrt$i/m<D 

/I/— S^n-v^Mf^ 5~2 0%^B/V^-^y, 5~2 0%^y 

^n^;- ^-^^^trfli^sr. N #*u< 1 o%^*y— 
^itti^^ r^BSH^j turn BaiiftfiBM^ttffl*^**®® 

^77 ^ v?/^ ^ / — 5: >\ ^77 ^tM~r / v- b — * 7 r ^^/i^ 

y^y*;7!)wf (jKyy/w<-h2 0) ^ l^ey ^/i^x— K^y 
— b y y/w<— b 8 0 ) ^<z)tK y w^^^y^w ^BBJteife^^^^ 

^it^y/H^^^^y 7 h (Span 20) N lape/A^s*— b (S 
pan40) . P^y^^Tl^— b (Span60) „ R*MWl>(Spa 
n 8 0)f©y^^ ^flBIS»^^/H5|3& if Sr^rfs r. £ #"0# 5„ 0* LV> 

y y/w<— b80, ztf y y h 2 0 s # y ^-^^ u^mit t 6 



WO 2004/012751 



[ CT/JP2003/009801 



0 (HCO-6 0) . tfV t^^f vy^t-7v^i5 0 (HCO-5 0) % 

^ym^fi/y (16 0) T^V^iy^n^u^ (30) ^y=i— /v {-f?v 



15 f y >\ -fe/ua— #y tr^/wtro y k>\ ^^c«t/^^^ h» y ? 

20 ^ b y h y * a x b y v &m$mi? z>ft 

LTfivy= 

25 as-e£s 0 

2. 2 5% (3 0 0mM) ~1 



5 



1 ~ 1 0%w/w 
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1. 2 5% (l 500mM) N 0*U<^6. 7 5% (9 0 0mM) T*fc5„ 
0%. §6tC0*L<r±l-8%, «t«J^t<f±^)3~6%T*fe5 0 

fttLT^i^^, ^^©aiit, mtKDmikfcmfrtbtey, 
i xf/it it n-w&-er&m£.) »ioTS*t^^wi# 

mmm& k tTii, cws <D7km&Mmmm cws ^tii^ * ^ 17 9 
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&)0.7poise (2 5t) fiiT<D^ N ^U<(±^J0. 2~j&0. 6poise (2 
5°C) <D3teS^-r^^«r#mi:-t-5> J^-OWS^-^-* hXh% 0 $ k 
lZl»S:L<tts &)0. 28-0. 5 5 poise (2 5°C) 03teS^i~^®-CWS 
•^•^-^ hXfoZ> a 

mt \^X^^rP=7^^m^tzM^ 35~0. 5 5poise(2 5°C) , $ 

b L < fem 0 . 3 9 ~ 0 . 5 1 poise(2 5 °C) (D%}im$:^-FZ>mW- 

CWS^-<— ^ haWilT-fcSo 0iRtfBCG-CWS : lg^LT2 6. 7 g 
(DX?7 9^&m^ttBCG-CWS-$m^--X b (B&m : 0.43poise^*B^) i>* 

f§2-3|»m©i^W^ ^«I10~50jum(D^^ji^. N m.^(Di% 
m<Z>WL&frb^ m&fcgm : 0.43poise<£>BCG-CWS^-<— ^. htfUBft^lflft: 

t vx£ymnx^tc 0 ^i^bcg-cws^^-;* hnmrnt tr, mo. 

So 

£fc, Jft^WfrtefcVvC, ^@# s 0.lMm~2 0 jam, b< ta0.15~6M 



WO 2004/012751 ^^CT/JP2003/009801 

18 

D10%^o.23±0.05t?fe V) N D90%^o.60±0.05T*fe»9^ ^o^- tr— ^ ^^"i- 

tiT'f 5^, M-CWS^Oj&^I^OttaPj&SjKlO. 7poise (2 5t) gAT 

«®ywsrf^^i-sfcje>^«:, -=e^tb©?som^it^, ai-cwsiroi^ 

0 . 2 poise (2 5t) UUifcftS «fc 5 »ltTfe5r £ b 
V\ ^flsift^te, ^80-CWS^)O. 6 6g^tX, XfV^^Xfotll^ B 
6. 6g~3 5. 2g, ^t<f^8. 4g~3 5.2 g^©JS^*S^rf 6>*L5, 

fe, *5£I^ (2) grlB (1) Oti^i^fSU «e»-cws^-<-^b«r 

SulB (1) lc3oV^^V^£>tt5^^©Si:UT« N M-CWS0.67gfcfc 
50ml~500m LflSaStf b*L3„ M^An^SHlJ^^oVNT^^PS^ 

0.1m m~ 2 0 Mmt'fe!), b< te0.15~6 /x $f>l^tt<[j:0.2/im 
~2^mtfe5„ -T^*>*> N (1)^^0.2—0. 7 poise(25°C) (2)^ffl®- 
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0.1%~20%, 0£b<ttl%~lO%©£3&fh#HU O.Or/o-lO 0 /^ 0^L<« 

Mtfc&iK^ 2Lfcfc»9 N 0. 6 7g~3. 3 5 g(£>jra-CWS*5j;TX 
0.1~ 10%w/w, 0 * U < f*0.4~8%w/w. * 6> Kf&%. b < «:0.6~5%tf>* ^!77 
^Srg^ 1 %~ 1 0 %w/w<D&7£fc%k 0 . 0 1 %~ 3 %w/w©#SS 

mw^m^y isiyh (wooo/3724) iz&Mistittmm&m^z - 1 

i) mmmmmitfemftmvim<&m ^ \&mm mmm^m 10% 

mmkt£z>mi<DRffii£m?k &£Tf&mimi%to?tx, ^/^B^mm<Dmm 

#^T^JB^ft#iSc • ¥Lfcmmt VXn, Mx. f^Potter-ElvehjemM*^ 

4) mmmmmitfaf&ftmvtmi&m m ^ mmmvm 10% 
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5) WIB4) O&fWfc^^a^SftUix *ttft&**ft)0. 1%~3%£&5 
«fc p *#BBSffitt*JH^.T^ xY^a^Mg^lIU lOOt 

6) Htria5) (D^;u^ 3 >-m&*, mm^z&feim&T$s&L-mw&&<o 

m&l. 0%~l 0%fcJte5J;5*S^fl^*^tP7k«««rJO^-r#«?-t-S3^ N 

-era, ^3-7, 7>v$ h—^s zJsmtL-xn^ ^b^, 

fWMi-7, *^n— f 7^a-/i/i ttft, — /K y/Uff 
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hz> 0 t*u ^mim<Dmm*. ^^(D^mMK^cxm-Mm^n^tK m 

^0.1%~30%w/w<D|£ffl^3i^ -c*fc 5„ 

^mm<o^mm.^j^3 ^k&^x, %m-cws-t>m\z&$&thx^z>-t)> 
t5 0 mfeTttm^^xn, im^^^v^ bwooo/3724^ia^^^fc 

(1)^/1^ 3 ^mffi<D%L*&& 0 . 2 ~ 1 0 m m N 
2~3^m-efci9. (2)^-CWS^^4J^-^$tl,s W^^^^^^tr^ 

_L N D90% : 20/imOTt'fc5„ 
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D10%:0.2/zm (w^LT? rD10%:0.2MmJ £{2, ^^^*5V^ N 

CWS^^^O90%^T^^r^0.2/xm£JL±T**>Sr k&MVfc-tZo ) ^-t 
•efe«9s ^oD90% : 0.7 At m Cir"? rD90%:0.7/imj tit, ^5^*^*5 

) ^TO?NBB-CWS^S^X*fci9^ ^b^$f*b<(^ D10%:0.23 
±0.05 n xaXh X) a>oD90% : 0.6±0.05/i rnffcS, 

fc^-v/^gV («) <D3|£- : Fg#S0.2~30/zm > &3=b<te0.3~20Mm x $ 

cws<Dm-mmmwi<DW&n, u—^-m^^Mmm^mm (saldsooo ; mm 

mm -CWSO^^U M m£AT^#^^»0 * L<(^^ah7^ UPA 
25 ^V^i^f5r i:^x*#5 0 Mtfc&JW^ BCG-CWS&. ^0.1mg/mL(D|| 
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jftK i: * « J: 5 teWJ^i^/ufclllli-ft tf £ v \ 
&&W\z.&%7kq*ftl^'*rsi'i?al/n^ £*&R ft* » 

Mi^^a?)^^ *te»jiR£ftst>©T?f4ftv\ affirms*!, 

;V*Jb ^(Drnm-C^JSCOm-Xmno. 2mg/m 1-0. 6mg/mltf>3t 

x&stm^rA&a >immmi>xm^z> 0 m£Vfflm&smmvx&.mz& 
j&a^l-cmihi^ix i-±4mi\B\<Di8t-%-xim^tz.y) i o~2 5 0 » s <Dm 

Ms #?*U< f*2 5~2 0 0 m g(DfSffl^4-i-^^^^-e^5 0 

-SrH^s tin^fc!), OTOIt (1) ~ (3) «r^tf^fe-e*)5o 1~ 

(2) (1) <D^miffimtiit\tt(Dmmfc*?K^}>y9-7'<~-\z£Y)ftffi 

(3) (2) ©##rjfefclz:S<5#* iI©CWS©ft • StSrfNitSm 



WO 2004/012751 ^PCT/JP2003/009801 

24 

/Va-;H4» 7f7tKn77^ i;xf;kx-f/K ^Hvld'- 

&mistLZ>m.mt lt^ ^M%\zfrbfrf^<Dxhn&&m(DMm*m^z> 
^t^x^^tK Mrfcmzte, fomt-r mj*a n TkM^y Tk^ft^y 
^thjj-)^ mkxyv^ $m/*w^ mt^isv^tDmmm 
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*fc> &mfr>*7A<fr mwi ^.tcn mm -efcs^ MmmL-t^m 

(2) (1) 0^j@^gJK^*^(«(Df|^^^a^h^97^-^J:«9^*f 

mm*?—? mm, 4H»wtf— ^©fiawwn (y^^a^-r -to , tr— ^® 
& * fc r*. ftmmmst&^xTA'fc % u < ^ K-ftt-* n £ \z. «t t> nsi $ n 

ilM)tet©Sli*tr, HPLC. GC N TLCffMU MUMMS 



WO 2004/012751 
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m*^ uv-v i s, 7^wyf^ N r i e^rati-) s m 

5 - 5 D 



uv-v is, 7^wyf-^ ri (^@#fn-) , « 

20 S%b<«m^^Mib^^#^T> -iO e C~^o^^5^~72Np^li^ 

9-r>-f y/^^/^^^/^^a-, ad am 

(9-ryMJ;^7)/y^y) ^om^^b^^ffiv^, -io°c~^<e> 

^T*5#~72B#Pk & l£ L < (i20°C~60^CT'3B#^~12^S^$*S ZLbfc 
ftmJtmbVXfe. HPLC, GC N TLCl USsi^ «fc < *P hfhfc^m^ 



5 
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lo&c-Cs i&ytfttir, uv-vis^ 7^r^yf-m ri (^M 

(3) (2) <7;^tif^^l>s#, »f^cws©fS ■ IM^itSiS 

^nmt-t^mm^h^K (2) (D^^m^WpirJt^-rswir^^t), 
(t^^f^s (ci8) zm-f-zx^JxizfcfehyT^^/um (C30) ^^r 

t§*7A (2~10mm<fr X5~30cmu $ftg2~10/*m) 3M£J3 U tK^^W^ 

(4) N *5<fct>* (5) ^^^$)§ 0 -r^^, 

(4) (1) Oit5aflgl»m*^«:^rOf|^fls:o^ftSr^*fi-SXa> 
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(5) (4) (D^m^m^m^. mw(Dcws<D&mmmm*fmtzjMo 

(4) (1) Oift|«JKm^fc«^(Df|^<D^fiSr^i-6Xm 

(i) T#e>tb5isiM^sr-^tp®5>^s Mia (2) \z.mm.isfottmx*& 
x«hM, j^ib cd ^ (2) N &£t* u) <d\^-t 

(5) (4) o^^^£<5#, HBfo C W S ^MfWlSr^ffit 5 IS 
— jRBJtefck WM-^ 1-Jte^^SWffi*rtfe©lwa©CWSJJ:33»t5 (4) 

fllitSrt^tS, 0iJ*Lfc£, BCG-CWS ffiftflglffitttt^ 

3-/1^^5, /Hft©^a*swa (i> *5irj* (4) <d 

xmi-^o-c^Wbfc^m^ bcg-cws • Jt&ftoffiapiSi fci&ttS 5: 

i-^^>*,Wfilfi*f^©JNB0^CWS^43^5 (4) £2p 
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i&teSStt* (4) (Dm.: Vstd£r N fcttW-^TVMziasttS (4) (Dffi.: Vsami: 
Vsam/VstdX 10 0 (%) £ £ 0 



J. Nat. Cancer Inst., 52, 95-101 (1974)&CfB^$;ft-CV^ &5K LTflSgUfc 
^BlfeJi'I'fejfcfri: tTOBCG-CWS670mgSr, fob VX&mirZXi? 7 7 

^•fcbfco ^e©i, ^mfe5V^«^^T60~70 c C^C*PBU^/^^Sr|g^ 
U B C G - CWStf^-^ h £r#fc 0 

^<zv<-* htiLt, *fft-mP31§jM3teMiJ^ (mr- 3 ooyy^K 

0 . 5 4 5 poiseT*& 5 r b § ^fc 0 
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(MR- 3 0 0 y U K* — * : OHO Vtn^fti) £fflV^ 2 S'CT'Oite 



5 &i 





BCG-CWS* 






JfeBS (poise) 


CD 


6 7 Omg 


8. 4 g 


0 


0. 5 4 5 






6. 3 g 


2. 1 g 


0.2 58 i 


(D 




4. 2 g 


4. 2 g 


0. 2 6 0 


® 




2. 1 g 


6. 3 g 


0. 16 5 






0 


8. 4 g 


0. 112 




0 


8. 4 g 


0 


0. 2 3 9 



mi\Z.^£*lZ>£5\^ ^^!77y|MafiO. 2 3 6T?fe«9. r*U£$B 

mm* 

iftfiltftl^i: LTB CG-CWS670mg&/BV\ mt UT^Sl?ft8.4g?r 



20 
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312 





D\-/vJT"v-> VV OS 






CD 

Viz 


6 7 0 m 


XN._Si-.tM-l 


6 9 5 


<D 






0.5 5 








0.4 9 


® 






0.2 8 


© 






0.11 



^2^£*L5 £ 7?? 7 >SXf\~(Dm%®tm \.tzM&<D B C G - C W S 

5 

HHfeflij3 

■X ^ V 7 ^(£> 3te^O^ 
»itH*&fifc#£ LTBCG-CWS670mg^V\ ?fi i: UTAH'S* ^ 

y^>-(D*^4. 2g^33. 6 s^tm^^t^u^nmmmi tmmfc^ 



m3 





BCG-CWS1: 




Cpoise) 


(D 


, 6 7 Omg 


4. 2 g 


0. 8 8 8 


® 




6. 3 g 


O. 6 7 2 


CD 




8. 4 g 


O. 5 4 5 


® 


IsLL 


1 2. 6 g 


0.492 




m± 


1 6. 8 g 


0. 4 2 9 


© 


IU_b 


3 3. 6 g 


0. 3 6 2 
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m 3 \H7F zthz>£o^ bcg-cws Kjtffz* >s<Dmik&'b £ < & 
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»14 

^ dp-f— &JBV^*ft9Ufc«rfTV\ $ 6> fc. 5.2g<D10w/w%tf U h80 
*t8SRSr«R!lPb*9WbSrffo/to 204.2g<D10w/w%7}f p y;W<— f80^ 

SK«:^(HI«^U y/w<— f80ft3|*«flC4rl.Ow/w%H:WfiEU tK^^M^ 
-r^i?3^Sr#yt, ^r£>^ N 4w/w%-r>'= /i^^^l500mL3r»J U 2L 
©**HBKlI4r#fco -ftttx B C G - CW S (OmW^fe O . 3 m g /m 1 C7)m-v 

rxj te^;ft,k£?i&§fc&&v^<k&;^u ^bX Taj f±©o«cft^o*&— 



mi 






BCG-CWSfi 




(poise) 




CD 


6 7 Omg 


4. 2 g 


0. 8 8 8 


X 






6. 3 g 


0. 6 7 2 


A 


<a> 




8. 4 g 


0. 5 4 5 


O 


© 


PU: 


12. 6 g 


0. 4 9 2 


O 




I^Jb 


16. 8 g 


0. 4 2 9 


O 


© 




3 3. 6 g 


0. 3 6 2 


O 



3 IB^£> BCG-CWS ^W^—^ h Sr^ffl Ltxv;i/v? a ^ ^rp^i" 
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8 8 8poise) N a0^^/^3>'»»HbT#^V^^^^^ofc: o ijift, 
: 0. 6 7 Opoisea^T^*, JSOK^tft^WSW - * - t tt*V^ 



r !l5 



^5 





BCG-CWS* 


m<Dmm (8. 4 g ) 


(poise) 




CD 


6 7 Omg 




6. 9 5 


X 


© 






0.5 5 


o 








0. 4 9 


O 




PJL 




0. 2 8 


o 




lUJb 




0.11 


o 



t5^$ti5J;5^ »©3BKHlcB8filJ&< % BCG-CWSM^ 

0 . 5 5 poise^T^) © Srffifl! UT. at-vyi^? 3 V&flBjR-t*tf£» ^ 

mwm&-m. 2 ~ 3 „ mt-fc 9 tf-^, ©^^^^*sv> 
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g : 0 . 49 — 0. 55 poiseTfe 5 ©*3 <t X$®0 mfflft &#ft*£*«:7j* Lfc, 



6 



6 





BCG-CWS 

ft 


* 


ft 


(poise) 






6 7 Omg 


8. 4 g 


0 


0.545 


o 






6. 3 g 


2. 1 g 


0. 2 5 8 


o 






4. 2 g 


4. 2 g 


0. 2 6 0 


o 






2. 1 g 


6. 3 g 


0. 16 5 


o 




mi: 


0 


8. 4 g 


0.112 


o 




0 


8. 4g 


0 


0. 2 3 9 


o 



v/Vv^a ^©ttWcttife* &^fP<£-^;ti% BCG-CWS^f^ b 
<D% m& 0 . 5 4 5 ^TT'fctiff, a ^UIK £ ih/S £ t Sr* U 



^lifeM 4 IC-CWK LfcTjCpiftffl^-^/^ a ^Sr'M T/Mc 10ml/f o#}£ U 
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BCG-CWSft 


X 9 V 7 Vft 


%ti$l (noise) 




(D 


6 7 Om g 


4. 2 g 


0.888 


X 


© 




6. 3 g 


0. 6 7 2 


A 


© 




8. 4 g 


0. 5 4 5 


O 






12. 6 g 


0.492 


O 


© 


m± 


16. 8 g 


0.429 


o 






3 3. 6 g 


0. 3 6 2 


o 



^ 7 £ £ 5 s^rA& a ^O^ftJiSiaSffiKdOftSt B C G - CW S 

-g-^—^ h (D^mK x o xm^^i-f^o b c g - c w s ^^r-<-^ b 

2*0. 6 7 2^T0S^tfc*ttf^4*feftj^^W[$n«. 0. 54 5 



^8 





BCG- 

cws* 


m 


3r \"i i/fflk^- 


(poise) 




® 


670mg 


8. 4g 


0 


0. 5 4 5 


o I 


© 




6. 3 g 


2. 1 g 


0. 258 


o 


© 




4. 2 g 


4. 2 g 


0. 2 6 0 


o 






2. 1 g 


6. 3 g 


0. 16 5 


X 


© 




0 


8. 4 g 


0. 112 


X 


© 


0 


8. 4g 


0 


0. 2 3 9 


o 
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HJ£M7-Cte, ^A&aWmkmkSmiA. ^$WBCG-CWS^ 
4 5 J^TT'fe 5ri ^$ fitL 0 8 fi, h (D&mm&irgX -h 

mS^^»5#b^fc«)^ 05g^-^ fomgf^ 0. 25 8^0. 

mmm9 

^^^^J<lrP§lL, ^O^JOpI^^fHffiUfc ^<D^^9^i-„ 



^9 





BCG- 

cws* 


(8. 4g) 


3f&g£ (poise) 




® 


6 7 Om 
g 




6.9 5 


X 








0.5 5 


0 








0.4 9 


0 


© 






0.2 8 


0 








0.11 


X 



#J2*#b;ft5£r5<7>BCG-CWS^^<— * b^ifil&^teO . 2 8^b 
0. 5 5X3bZ>Zk&7F&tbX^Z> 0 
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I8£totit&&k LTB CG-CWS2640mg£r/BVvC, * ? V =7 V35.2g*3 

@*bfc 0 oV>T% 0.02w/w%^P y;^— h807K^924gtr»U 
f—Sr^V^ttJUfc (7,000rpm OgHJijte) /minX5^) 5rfll\ £bfcl> 
36.6gtf>10w/w%#y V/W<— f80*^&» UfcfUfc (12,000rpm CEfe) 
/minXlO^) &frofc 0 1.5g<£>10w/w%tf?y y/w<— h80^$?£r$S 

Ml-^L8t# (7,000rpm G8HHE) X1#|W) U V/W<— h80ft»WE 
%0.4w/w%tcWSU TK^JfiM^^/^a^Sr^o -^<£>^ 4w/w%-^~ h 

— ;v7kW@®mo&?mM u 4O00g<^s^^j &#fc„ ( r. <d t % <om^^ 

CWS : 0.6mg/mU SQA : 0.8w/w% N Tween80 : 0.1w/w% N vy= /i^ : 
3w/w%) 

^WO?«Ctefti»»KlJ*#fc. acfeftjfttt, $C*£f&« (GT-6, yjls^y 



BCG-CWS (2 10mg) &&WPtmiffl& ( h/^^s ^Mfl^ 
>\ ^dp*M, ^pnx^y, ^an^^^s fb7tKo77^;# 

20ml) itswa^u ^mM^^^bfc^ $e>^ & 

WaS£*0#y*— M^i^^if— (20ml S) fcXVmW OOOOrpm x 
5#) Lfc 0 #b^fc^m^l-oVNT^S^MSr^Tofc 0 H»J 
lOi^ JifB^MM-* ^ V=7^ (2.64 g) Sr^U 3bfc:#K£ig$£ 

.*fc&5MijW\ #mill§&-oV^te N 0.1mgCWS/mLO^T% W^nb7 
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(SALD3000 ; AMH^fK) &/BWC$J£Wt 0 *fc N MS, *^!7 

7^*C*3RU 0.1~0.2mgCWS/mLSQA<D?iST\ V— !f— HlJff*Kflfll!)QI 
S (SALD3000 ; &$t!Lf&?rSg) SrfflV^aiJfcUfc. 

h & tit£^mm<Dmm&m%m'<tc.%i%k, 4oo~6oonm^^ 

fc*M-/zm«r UfettA^#W*W>Ufe (IU1) o 90%-v7°* ^/10%^ 

* y — zi'&JBV^tte©, * b rt©BCG-CWSJD^I©tfcfife^*3l$*«:BI 2 

^OTA-eaa^Lfcm-a^ dio%^iu D9o%^. ^^w^^^nsa-fit^^ 

i-o 



1 o 





D10% (mux) 


D90% (/im) 






0.23 


0.60 


0.41 




0.23 


0.70 


0.41 


20%^ / —/Vl^Zf? is 


0.25 


0.65 


0.43 




1.19 


5.07* 


2.90* 




0.33 


2.08* 


1.03* 
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SALD3000-eaiJ^Lfcm-a'^> D10%#u D90°/cfit, *3 £X$¥-i%%L^&<Dmmi$: 



*i i 



mm 


D10% (fim) 


D90% (/xm) 






0.11 


0.89 


,0.40 




0.45 


1.10 


0.71 




0.39 


20.86 


2.65 




0.33 


2.08* 


1.03* 







^"C^U SAUD3000T^^@Sra!l^ Lfc^<£>. D10%iit N D90%^ *5J: 



igl 2 





D10% (jum) 


D90% (/zm) 






0.38 


0.70 


0.52 




0.52 


5.50 


1.17 




0.39 


9.91 


1.05 



Wim 1 2 

WWW 

ftBJ&OT-*&&# i: tT B C G - C W S 1320mg£r/B WT N ^?Vy ^17.6g*5 
,fcmo%** J ~sis/90%^# ^200mL<Dm&mz.1mx_, Mb o hZ>W$M 
=&WL\Z. <fc K> ^UX^n bfc a -£<E>^ X ^^^T60~70°C^BmU ^#T3& 
3&&@*Lfc 0 oV^% 0.02w/w%#9 y/W<— h8O7M^462.Og£«0U * 
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fcfflVvTffiSUb (7,000rpm (Mmfe) /minX5^) *flV\ £ 
IC N 18.3g<D10w/w%^y y^-<-b807K^Sr^nb^:?Wb (12,000rpm (IE 
46) /minX5^) SrfTofc„ ftfctt:^ 0.76gtf>10w/w%tf U y/W«- h80^ 
Sr«S3bn»^Ujfl# (7,000rpm GBlBflg) X1#W) U #P y/W<- b80*fc 

= b -/V7K^1500g§:^n U 2000gO*5^i^lJ &#fc„ ( £ <D k % (D!®>Jjte, 
CWS : 0.6mg/mlN SQA : 0.8w/w% x Tween80 : 0.1w/w%. h — J>V : 

3w/w%) 

^^fro x*$&w (Dma&mgmi &#7c 0 wmmsts ijm&mm (gt-6 s 

7^ ^7^^t±ig&^teTJLVACl3A, B*H^tfcBD &/BV>-rfTofc 0 



^Jfe^Jl 3 

#Bfl£M#*&f&:fr i:UBCG-CWS 2640mg£rfflV^ ^^!77 V70.4g*5 

Wifei- i x> mm.x°ftm u/c 0 ^m^T6o~7o<c^»u mwT& 

^5r©*L-fc 0 oVvr? N 0.02w/w%*Ky y/w<— h807tt»888.7g&»lU * 
^E-^^f— Sr/BV^ttSUb (7,000rpm (58*0*5) faiinX6$MH) =H?V\ £b 
Kl N 36.7gO10w/w%^y y/W<— h807RI^&»lL.;2|s:?Ub (12,000rpm (jE 
m /minx 10^) ^rfTofCo ftlftfcU 1.5g(O10w/w%^y y/w<- h80^ 
&ifcflni&£*U*fl* (7,000rpm G£|I14£) Xl^) U # !J y/w<- b 80ft** 
^&0.4w/w%^P^U TK^^M^/^a V$r#fc 0 -?:<D^ 1.2w/w%*K 
y y/V-^— b80/6.7w/w%^^^h— ^7K^^3000gSr»bs 4000gtf>ft#t-®J£iJ 
^r#fc„ (D^« N CWS : 0.6mg/mL N SQA : 1.6w/w% N 

Tween80 : lw/w% N ^riy=- h—su : 5w/w%) 

J»*ffoT^W©^««K3W^#fe- *IStt«r4, ftQ&ttffiftl (GT-6, 
^^*±§Sfc5VM3:ULVAC13A, 0**^±^) SrJBV^fro&o 
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toM&Stfttirl&ftb UTBCG-CWS1320mg<l:/BV^ * * 17 7 ^35.2g3o 
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15. 7k2L$>fc9 N 0. 6 6g~3. 3 5 g<D$BB-CWS, *5£t£0. 4 



1 7 . Rmmvmft o . o 1 %~ 3 %<otf y ^u^^y/i-}?? ^mmm 

10 *517 lBife<£>7k«f ttfflct-r/Ui? 3 V c 
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2 2 . ffl&fc® 14 — 19 (PV^frL/^fB^C^-^vl^ 3 ^Sr?*#&ftjHH-5 - £ 
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2 3 . a >&mHO% 2 0 £fctt 2 1 ?BJ»OP»i*ifeT?#feH« it* 

#m i s wwtji 2 2 mm<Dim&,mm\o 

2 5. SfcflaM&fcilSV^ D10%^0.23±0.05/xmT*fci9, D90%^0.60± 
2 8. igSfetfx 5—20%^^/— /l-Sr-^tf^^^-efc5m^2 7lB^<D^ 

29. ara-cwsotii»j:t;/*fctti*©iPi]i^T*oT^ uat^x 
m (i) ~ (3) fr£ttzk*mkb~rzjjm; 



(2) (1) Oi^«^®^*3^^^fli^*fc«^#^<lr^n-rh 
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(4) (i) <DmwBJ&mmfttemjzmmimm*ititt(Dm^ft<D^m*ft 

(5) (4) <Dft$Ti&%k} l z.m-3%, mm-cwsco^m^^wm-r^jin. 
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